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Tricyclic imidazopy ridines 

Teehnicalfield 

The Invention relates to enantiomera of tricyclic Imidazopyridines. a process for the preparation of 
these enantiomere and their use in the pharmaceutical industry as active compounds for preparing 
medicaments. 

Prior Art 

U.S. Patent 4.468,400 describes tricyclic lmidazon,2-a]pyridines having different ring systems fused 
to the Imidazopyridine skeleton, which compounds are said to be suitable for treating peptide ulcer 
disorders. The International Patent Applications WO 95/27714, WO 98/42707. WO 98/541 88. WO 
00/17200. WO 00/28217, WO 00/63211. WO 01/72758. WO 01/72754, WO 01/72755. WO 01/72757. 
WO 02/34749. WO 03/014120. WO 03/016310. WO 03/014123, WO 03/088774 and WO 03/091253 
disclose tricyclic imidazopyridine derivatives having a very specific substitution pattern, which com- 
pounds are likewise said to be suitable for treating gastrointestinal disorders. 

negfjlptinn rrfttia Invention 

It has now been found that the compounds described for example in WO 03/014123 as racemic mix- 
tures can be separated into their enanBomers or the enantlomers can be prepared in a stereoselective 
way. It has further been found, unexpectedly, that the enantiomers of the formula 1 have a pro- 
nounced activity In inhibiting gastric acid secrection as compared to their optical antipodes of the for- 
mula 2. 

k^O (1) (2) 

Arom Arom 
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. The invention thus provides compounds of the formula 1 




where 

R1 is hydrogen, 1-4C-alkyl, 3-7C-cycloalkyl, 1 -4C-alkoxy-1 -4C-alkyl or 1 «4C-alkoxycarbonyl 
R2 is hydrogen, 1-4C-aIkyl. halogen, 2-4C-alkenyl, 2-4C-alkynyI, hydroxy-1-4C-aJkyl, 3-7C- 

cycloalkyl, 1-4C-aikoxycarbonyl 
R3 Is hydroxy-1-2C-alkyl, 1^C-alkoxy-1-2C-alkyl, 1-4C-alkoxy-1^4C^alkoxy-1-2C-alKyl, 1-4-C- 

alkoxycarbonyl or the radical -CO-NR31R32, 

where 

R31 Is hydrogen, 1-7C-alkyl, hydroxy-1-4C-alkyl or 1-4C-alkoxy-l-4C-alkyl and 
R32 is hydrogen, 1-7<>alkyi, hydroxy-1-4C-alkyl or 1-4C-alkoxy-1-4C-alkyl, 
or where 

R31 and R32 together and including the nitrogen atom to which they are attached are a pyr- 
rolidine, piperidino, morpholino radical, 
Arom is a R4-, R5- R6- and R7- substituted mono- or bicyciic aromatic radical selected from the 

group consisting of phenyl, naphthyl, pyrrofyl, pyrazolyl. hnidazolyt, 1,2.3-triazolyl indofyl, ben- 
zimidazolyl, furanyl (furyl), benzofuranyl (benzofuryl), thiophenyl (thienyl), benzothiophenyl 
(benzothienyl), thiazolyl, fsoxazolyl. pyridinyl, pyrimidinyf , quinolinyl and isoquinolinyl, 
where 

R4 is hydrogen, 1-4C-alkyL hydroxy-1-40alkyl, 1-4C-aIkoxy, carboxyl, 1-4C-alkoxycarbonyl, 
carboxy-1-4C-alkyl, 1-4C-alkoxycarbonyM-4C-alkyI, halogen, hydroxyl, aryl, aryH-4C-alkyl, 
aryloxy, aiyM-4C-a!koxy, trifluorornethyl, nitro, amino, mono- or dM-4C-alkylamino, 1-4C- 
alkylcarbonylamino, 1-4C-alkoxycarbonyIamino, 1^4C-aikoxy-1-4C-aIkoxycarbonylamino or 
sulfbnyl, 

R5 is hydrogen, 1-4C-alkyl, 1-4C-a)koxy, l-4C-a!koxycarbonyl, halogen, trifluoromethyl or hy- 
droxyl, 

R6 is hydrogen, 1-4C-alkyI or halogen and 
R7 is hydrogen, 1-4C-alkyl.or halogen, 
where 

aryl is phenyl or substituted phenyl having one, two or three identical or different subsffluents 
from the group consisting of 1-4C-alkyl. 1-4C-alkoxy. carboxyl, 1-4C-alkoxycarbonyl, halo- 
gen, trifluoromethyl, nitro, trifluoromethoxy, hydroxyl and cyano, 
and the salts of these compounds. 
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^C-Alkyl denotes straight-chain or branched alkyl radicate having 1 to 4 carbon atoms. Examples 
which may be mentioned are the butyl. teobuiyl, seobutyl, tert-butyl, propyl, isopropyl. ethyl and me- 
thyt radicals. 

3-7C-Cydoaikyl denotes cydopropyl. cydobutyl. cydopentyl, cydohexyl and cycloheptyl. among 
which cydopropyl, cydobutyl and cyclopentyl are preferred. 

I^Wkexy denotes radicals which, in addition to the oxygen atom, contain a straighten or bran- 
ched alkyl radical having 1 to 4 carbon atoms, examples which may be mentioned are the butoxy 
Isobutoxy. seo-butoxy, tert-butoxy. propoxy. isopropoxy and preferably the ethoxy and methoxy radl- 



1-4C>Alkoxy-1-4C*lkyl denotes one of the abovementioned 1-4C*M radicals which is substituted by 
one of the abovementioned 1-4C-alkoxy radicals. Examples which may be mentioned are the meth- 
oxymethyl, the methoxyethyl and the butoxyethyl radicals. 

I^CWVIkoxycarbonyl (-CO-1-4C^lkoxy) denotes a carbonyl group to which is attached one of the 
abovementioned 1-4C*lkoxy radicals. Examples which maybe mentioned are the methoxycarbonyl 
(CHaOCCO)-) and the ethoxycarbonyl (Ct-feCHzO-Ctp)-) radicals. 

For the purpose of the invention, halogen is bromine, chlorine and fluorine. 

2-4C-/Mkenyl denotes straight-chain or branched alkenyt radicate having 2 to 4 carbon atoms Exam- 
ples which may be mentioned are the^butenyl, 3-butenyl. 1-propenyl and the 2-propeny. (ally.) red,- 
cals. 

2-40AIkynyl denotes straight-chain or branched alkynyl radicals having 2 to 4 carbon atoms. Brarn- 
pies which may be mentioned are the 2*«tynyl. the 3-butynyl. 2-propynyl (propargyl) and. preferably, 
the 1-ethynyl. 1-propynyl and 1-butynyl radicals. 

Hydroxy-1-4C-alkyl denotes abovementioned 1^-alkyl radicals which are substituted by a hydroxy! 
group. Examples which may be mentioned are the hydroxymethyl. the 24,ydroxyethyl and the 3- 
hydroxypropyl radicals. 

1-2C-Alkyl denotes the methyl or the ethyl radicals. 

Hydre*y-1-2C-alkyl denotes abovementioned 1-2C-aIkyl radicate which am substituted by a hydroxy, 
group. Examples which may be mentioned are the hydroxymethyl and the 2-hydroxyethyl radicals. 



r- . f .rmn n r\\f\ 
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1- 4C-Alkoxy-1 -2C-alkyi denotes one of the abovementioned 1-2C-alkyl radicals which is substituted by 
one of the abovementioned. 1-4C-aikoxy radicals. Examples which may be mentioned are the meth- 
oxymethyi, the methoxyethyl and the butaxyethyl radicals. 

1 -4C-Alkoxy-1 -4C-alkoxy denotes one of the abovementioned 1-4C-alkoxy radicals which is substi- 
tuted by a further 1-4C-aIkoxy radical. Examples which may be mentioned are the radicals 

2- (methoxy)ethoxy (CHyO-CH^HrO*) and 2-(ethoxy)ethoxy (CH3-CH a -0-CHrCH 2 -0-). 

1-0CnAllcoxy-1-4C-alkqxy-1 -20alKy1 denotes one of tile abovementioned l^C-alkoxy-1-2C-a!kyl radi- 
cals which is substituted by one of the abovementioned 1-4C-aIkoxy radicals. An example which may 
be mentioned Is the radical 2-(methoxy)ethoxymethyl (CHH>CH r CHrO-CHr). 

1-7C-Alkyl denotes straight-chain or branched alkyl radicals having 1 to 7 carbon atoms. Examples 
which may be mentioned are the heptyl, teoheptyl-(5-methyftiexyi), hexyl, isohexyl-(4-fnethylpentyI)» 
neohexyKS.Wimethylbutyl), pentyl, isopentyK3-methy|buty)), neopentyl-^-dimethylpropyl), butyl, 
isobutyl, sec-butyl, tert-butyl, propyl, isopropyl, ethyl and methyl radicals. 

Carboxy~1-4C-alkyl denotes, for example, the carboxymethyl (-CHzCOOH) orthe carboxyethyl 
(-CH 2 CH 2 COOH) radical. 

1^C-Alkoxycarbonyl-1-4(>aIkyl denotes one of the abovementioned MC-alky) radicals which Is sub- 
stituted by one of the abovementioned 1-4C-alkoxycarbonyl radicals. An example which may be men- 
tioned is the ethoxycarbonylmethyl (CH3CH 2 OC(0)CH2-) radical. 

Aryl-1-4C-aJkyi denotes an aryl-substituted 1-4C-aJkyl radical. An example which may be mentioned Is 
the benzyl radical. 

AryM-4C-alkoxy denotes an aryl-substituted 1-4C-aIkoxy radical. An example which may be men- 
tioned is the benzyioxy radical. 

Mono- or di-1-4C-alkylamino radicals contain, in addition to the nitrogen atom, one or two of the 
abovementioned 1~4C-alkyi radicals. Preference Is given to di-1-4C-alkylamino and in particular to 
dimethyh diethyl- or diisopropylamino. 

1^C-AIkyIcarbonylamino denotes an amino group to which a 1-4C-alKyIcart>onyI radical is attached. 
Examples which may be mentioned are the proplonylamino (Q>H 7 C(0)NH~) and the acetylamino (ace- 
tamido. CH3C(0)NH-) radicals. 
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^C^koxycarbonylamlno denotes an amino radical which is substituted by one of the abovemen- 
toned 1-40aikoxycarbonyl radicals. Examples which may be mentioned are the ethoxycarbonylamino 
and the methoxycarbonylamino radicals. 

I^C-Alkoxy-1-lC-alkoxycarbonyl denotes a oarbonyl group to which one of the abovementioned 1- 
4C-alkoxy-1-4C-alkoxy radicals Is attached. Examples which may be mentioned are the 2-(methoxy)- 
ethoxycarbonyl (CIVO^H 2 CHzO-CO-) and me2-(emoxy)ethoxycarbonyl (CH^CHarOCHaCHrO- 
CO-) radicals. 

1-4<>AIKoxy-1-4C>alkoxycarbonylamlno denotes an amino radical which is substituted by one of the 
abovementioned 1-<;C-alKoxy-1-40alKoxycartoonyl radicate. Examples which may be mentioned ara 
the 2-(methoxy)ethoxycarbonytamino and the 2^ethoxy)ethoxycaibonylamino radicals. 

Radicals Arom which may be mentioned are. for example, the following substituents: 4*cetoxyphenyl, 
4-acetamidophenyl, 2-methoxyphenyl, 3-methoxyphenyl, 4-methoxyphenyl. 3-benzyloxyphenyl, 4- 
benzyloxyphenyt. 3-benzyioxy-4-methoxyphenyl. 4-benzyioxy-3-methoxyphenyl, 3,5- 
bis(trifluo ro methy1)phenyl, 4-butoxyphenyl. 2-chlorophenyl, 3<hlorophenyl, ^chlorophenyl. 2-chlor^- 
fluorophenyl, 3-chlom-4-fluorophenyl, 2-chloro-5-nitrophenyl. 4^loro-3-nltrophenyl. 3-(4- 
chlorophenoxyjphenyl, 2,4-diehlorophenyi. 3.4-dlfluoiophenyI, 2,4-dihydroxyphenyl. 2.©- 
dlmethoxyphenyl. S.^imBthoxy-S-hydroxyphenyl. 2.5^imethylphenyl. 3-ethoxy-4-hydroxyphenyl. 2- 
fluorophenyl. 4-fluorophenyl, 4-hydroxyphenyl. 2-hydraxy-^-nltrophenyl. 3-methoxy-2-flitrophenyt, 3- 
nitrophenyl, 2.3,5*ichtoropheny». 2.4.e-trihydroxyphenyl, 2,3.4-trimethoxyphenyl, 2-hydroxy-l- 
naphthyl 2-methoxy-1-naphthyl, 4-methoxy-1-naphthyl. 1-methyK-pyrroIyl. 2-pyrrolyl. 3-methyl-2- 
pyrrolyl. 3.4-dlmethyl-2-pyfrolyl. 4K2-memoxycaroor.ylemyl)-^methy»-2-pyfrolyl. 5*thoxycarbonyl-2,4- 
dimethyl-3-pyrrolyl. 3.4-dforomo^-methyl-2-pyrrolyl, Z,5-dimethyH-phenyK3-pyrrolyl. fkcarboxy-3- 
ethvt-4-melhyl^-pyrrolyl, S.S-dimethyW-pynutyl. 2,MimemyMK4-trifluofomemylphenyl)^ym.lyt, 1- 
(^S^ichloro-^uoromethylphenylJ^-pyrrolyl, 1-(2-nibobenzyl)-2-pyiTolyl. 1-(2-fluoropheny0-2- 
pyrrolyl, H4-trifluo ro methoxyphenyi)-2-pyrrolyl. l-(2*itrebe^lV2-pyrrolyl, H4-ethoxycarbonyl)-2,5- 
dbnethyW-pyrrotyl, 5-chlon>1.3-dimethyl-4-pyrazolyl f S-chlorc-l-methyl-a^fluaromethyM-pyrazolyl. 
1 -(4-chlorcbsnzyl>-5-pyrazolyl 1 l,3^imemyl-5K4-chlorophenoxyH-pyrazolyl, 1-methyt-3- 
Wfoofomethvl^a^rffliwromet^ 

pyrazolyl, 5-ally!oxy-1-methyl^.trifluoromethyl-4-pyrazolyl. Schtora-1-phenyi-3*ifluoromethyl-4- 
pyrazolyl. s^imethyH-phenyl-ft-imidazolyl. 4-biomo-1-methyW5-lmida2plyl. 2-butyOmidazolyl. 1- 
phenyH 1 2,3^riaz 0 l-4-vl. 3-indolyl. 4-indolyl, 7-indolyl, 5*nemoxy-3-indolyl. 5-benryloxy-3-indolyl. 1- 
benzyt-3-indolyl, 2K4-chlorophenyl)-3-indolyl, 7-benzyloxy-<Wndolyl. &-benzyioxy-3Hndolyl, 2-methyl-5- 
nitro-3-indolyl. 4.5.6.7-tetrafluoro-3-lndolyl, i-(3,5-difluorabenryl)-3*dolyl r 1-methyl-2-<4- 
tnTluorophenoxy)-3-lndolyt. l-methyl-2-benzimidazolyl, 5-nftro-2-furyt. 5^ydroxymethyV2-furyl. 2-ftiryl. 
3-furyl. 5K2^itn>44rifiuorometriylphenyI)^^^ 5-£- 
trifluoromethoxyphenyl)-2-hjryl. 5K4-methoxy-2-nitrophenyl)-2-foryl. 4*romo-2-n«yl. S^memylamino- 
2-furyl 5-bromo-2-fury1, S-sulfo-2-iuryl, 2-benzofuryl. 2-fhienyt, 3-thienyl, 3-methyl-2-mienyl, 4-brom- 



r- r 
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2-thienyl, 5-bromo-2-thienyl, 5-nitro-2-thienyl, 5-methy»-2-*ienyl. 5^4-methoxypheny0-2^ienyl, 4- 
methyl-24hienyl. 3-phenoxy-2-thienyl, 5-carboxy-2-thienyl T 2 f 5-dichloro-3-thienyl. 3-methoxy-2-thienyl f 
2-benzothienyl, 3-methyl-243enzothienyl l 2-bromo-5-chloro-3-benzothienyl i 2-thiazoIyt 2-amino-4- 
chloro-5-thiazolyl, 2,4-dichloro-5-thlarolyl, 2-diethylamirK>-MhIazoly1, 3-methyl-4-nitro-5-isoxazolyl r 2- 
pyridyL 3-pyridyl, 4-pyridyL S-methyl-2-pyridyl, 3-hydroxy-^hydroxymethyl-2-m^hyl-4-pyridyl. 2,6- 
dichloro-4-pyridyl, 3-chloro-5-trifluorornethyI-2-pyridyl, 4,6^imethyl-2-pyridyl f 4-(4-chlorophenyl)-3- i ■ 

pyridyl. 2^loro-54Tietaoxycarooriyi-6^ 2-chtoro-3-pyridy! t 6-(3- 

trifluorornethylpherioxy)-3-pyridyl l 2-(4-ch1orophenaxy)-3-pyridyl. 2,4-d!methoxy-5-pyrimIdlne. 2- 
quinolinyl, 3-quinolinyl, 4-qulnoHnyl. 2-chloro-3-quinolinyl, 2-chloro-5-methoxy-3-qutaolmyl 8-hydroxy- 
2-quinPlinyi and 4-isoquinolinyl. 

Suitable salts of compounds of the formula 1 are - depending on the substitution - in particular ail acid 
addition salts. Particular mention may be made of the pharmacologically acceptable salts of the inor- 
ganic and organic acids customarily used in pharmacy. Those suitable are water-soluble and water- 
insoluble acid addition salts with acids such as, for example, hydrochloric acid, hydrobromic add, 
phosphoric acid, nitric add, sulfuric acid, acetic add, citric acid, D-gluconic acid, benzoic acid, 
2-(44iydroxybenzoyl)benzoic acid, butyric add, sutfosalicylic acid, maleic add, lauric add, malic add, 
fumaric acid, sucdnic add, oxalic acid, tartaric add,, embonic add, stearic add, toluenesutfonlc acid, 
methanesultbnic acid or 3-hydroxy-2-naphthoic acid, where the adds are employed in the salt prepa- 
ration in an equimolar ratio or in a ratio differing therefrom, depending on whether the add is a mono- 
or polybasic add and on which salt is desired. 

Pharmacologically unacceptable salts, which can be initially obtained, for example, as process prod- 
ucts in the preparation of the compounds according to the invention on an Industrial scale, are con- 
verted into pharmacologically acceptable salts by processes known to the person skilled in the art 

i 

it is known to the person skilled in the art that the compounds according to the invention and their salts 
can, for example when they are isolated in crystalline form, comprise varying amounts of solvents. The 
invention therefore also embraces all solvates and. in particular, all hydrates of the compounds of the 
formula 1, and aU solvates and, in particular, all hydrates of the salts of the compounds of the formula 
1. 

Compounds which are to be emphasized are those compounds of the formula 1 where 
R1 is 1-40alkyl or 3-7C-cydoalkyl 

R2 Is 1-4C-alkyl, halogen, hydroxy-1 -40-alkyl, 2-4C-alkenyl or 3-7C-cydoalkyl, 
R3 is the radical -CO-NR31 R32, 
where 

R31 Is hydrogen, i-7C-alkyl, hydroxy-1-4C-alkyl or 1-4C-alkoxy-1-4C-alkyl and 
R32 is hydrogen, 1-7f>aikyl. hydroxy-l-4C-alkyl or 1-4C-alkoxy-1-4C-alkyt 
or where 



m/iovnnno n.m 
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R31 and R32 together and including the nitrogen atom to which they are attached are a pyr- 
rolidine, piperidino, morpholino radical, 
Aiom is a R4-, R5-, RS- and R7- substituted mono- or bicyclta aromatic radical selected from the 
group consisting of phenyl, naphthyl. pyrroiyl pyrazolyl, imidazolyl. 1.2,3-tnazolyl, indolyl. ben- 
zimidazolyl, furanyl (furyO. benzafuranyl (benzofuryl). thiophenyl (thienyD. benzothlophenyl 
(benzothienyl). thiazolyl. isoxazolyl, pyridinyl. pyrimidinyl. qujnoliny. and isoquinolinyt. 
where 

R4 is hydrogen. 1-40alkyl. hydroxy-WC^Ikyl. I^Calkoxy, carboxyl. I^C-alkoxycarbpnyl, 
carboxy-I^Oalkyl, i^Oalkoxycarbonyt-1-4C-alkyl, halogen, hydroxy), aryt. aryl-1-4C-alkyl. 
aryloxy, aryH^C-alkoxy. trifluoromethyl, nitro. amino, mono- or di-MOalkylamino, 
alkylcarbonylamino. i-4C-alkoxycarbonyIamino. wC^lkoxy-I^Oalkoxycaroonylamino or 

sulfonyl, 

R5 Is hydrogen, 1-4C-alkyl. 1^C-alkoxy, I^C^koxycartoonyl, halogen, trifluommethyl or hy- 
droxy), 

R6 Is hydrogen, 1-4C-a!kyl or halogen and 
R7 is hydrogen. 1-40alkyl or halogen, 
where 

aryl Is phenyl or substituted phenyl having one. two or three Identical or different substrtuents 
from the group consisting of I^C-alkyl. 1-4C-alkoxy, carboxyl, 1-4C^lkoxycarbonyl, halo- 
gen, trifluoromethyl. nitro. trifluoromethoxy, hydroxyl and cyano. 
and the salts of these compounds. 

Emphasis is given to compounds of the formula 1, where 
R1 ls1-*C-alKyl. 

R2 Is 1-4C-alKyi, halogen. hydroxy-1-4C-alKyl or2-40alkenyl, 
R3 is the radical -CO-NR31R32, 
. where 

R31 Is hydrogen or 1-7C-alkyl. 
R32 is hydrogen or 1-7C-alkyl. 
or where 

R31 and R32 together and including the nitrogen atom to which they are attached are a pyr- 
rolidine, piperidino, morpholino radical, 
Arom is a R4- and R5- substituted phenyl, furanyl (furyl), thiophenyl (thienyD or pyridinyl, 

where 

RA is hydrogen, 1-40a!kyl. hydroxy-1-4C-alkyl, 1-4C^lkoxy. halogen or hydroxy!, 
R5 is hydrogen. 1-4C-alkyl, 1-4C-alkoxy, halogen or hydroxyl, 
and the salts of these compounds. 

Particular emphasis is given to compounds of the formula 1 . where 
R1 |s 1-40a!kyl 
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R2 Is 1-AC-afkyl. 
R3 is the radical -CO-NR31 R32, 
where 

R31 Is hydrogen or 1-7C~alkyl, 
R32 is hydrogen or 1-7C-aikyl, 
or where 

R31 and R32 together and including the nitrogen atom to which they are attached are a pyr- 
rolidine, piperidmo. morpholino radical, 
Arom is a R4- and R5- substituted phenyl, furanyl (fury!), thiopheny! (thienyl) or pyridinyl. 
where 

R4 is hydrogen. 1-40alkyl. hydroxy-1-4C-alkyi, 1-4C-aIkoxy, halogen or hydroxy!. 
R5 is hydrogen, 1-4C-alkyl, 1-4C-alkoxy. halogen or hydroxy!, 
and the salts of these compounds. 

Particular emphasis is also given to compounds of the formula 1 , where 
R1 is 1-4C-alkyl ? 

R2 halogen. hydroxy-1-4C-alKy! or 2-4C-aIkenyl, 
R3 is the radical -CO-NR31R32, 
where 

R31 Is hydrogen or 1-7C-alkyJ, 
R32 is hydrogen or 1~7C-alky!, 
or where 

R31 and R32 together and Including the nitrogen atom to which they are attached are a pyr- 
rolidine, piperidmo, morpholino radical. 
Arom is a R4- and R5- substituted phenyl, furanyl (furyl), thiophenyl (thienyl) or pyridinyl, 
where 

R4 is hydrogen, 1-4C-alkyl. hydroxy-1-4C-alkyl, 1-4C-alkoxy. halogen orhydroxyl, 
R5 is hydrogen. 1-40aiky! r MC-alkoxy, halogen or hydroxyl, 
and the salts of these compounds. 

Particular emphasis Is also given to compounds of the formula 1 where 
R1 is1-4C-alkyl, 
R2 is 1-4C-alkyl, 
R3 is the radical -CO-NR31R32, 
where 

R31 is hydrogen or 1-70alky1, 
R32 is hydrogen or 1-7C-a!kyl, 
Arom is phenyl 

and the salts of these compounds. 
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The following examplary compounds of the formula 1 can be synthesized according the general pro- 
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The compounds according to the Invention can be prepared from the corresponding racemic mixtures 
by separating the desired compound of the formula 1 from Its optical antipode of the formula 2 by 
techniques known to the expert The separation can be achieved for example by crystallization of dl- 
astereomeric salts after reaction of the racemic mixture of acid free compounds of the formula 1 and of 
the formula 2 with a suitable, optically pure acid or by preparative chromatography using a chiral coK 
umn. The racemic mixtures of compounds of the formula 1 and of the formula 2. preferably those In 
which R2 is 1-4C-alky>. for this purpose can be obtained as described for example in WO 03/014123 
or by analogous reaction steps. 

Alternatively racemic mixtures of compounds of the formula 1 and compounds of the formula 2, pref- 
erably those in which R2 is hydrogen, halogen, 2-4C-alkenyl. 2-4C-alkynyl, hydroxy-1-4C-alkyl. 3-7C- 
cycloalkyl or 1-4C-aIKoxycarbonyl, can be prepared for example as outlined in the schemes 1, 2 and 3, 
which follow. 
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Aram 



(4) 




(3): 

racemic mixture 

Arom of (1) and© 
wrthR2 = H 





racemic mixture of 
(1) and (2) with 
Arom RE = halogen 



racemic mixture 
of (1) and (2) 



Compounds of the formula 3 can be transformed directly to a racemic mixture of compounds of the 
formula 1 and compounds of the formula 2, for example by electrophilic aromatic substitution. One 
example to be mentioned is an aminomethylation reaction. 

Alternatively, compounds of the formula 3 can be first transformed, for example by a Vltemeler formy- 
lation, to compounds of the formula 4, followed by further derealization reactions, which are known to 
the expert (for example reduction of the aldehyde group, followed if desired by an etherification, or 
oxidation of the aldehyde group, followed by esterification or amide formation), to a racemic mixture of 
compounds of the formula 1 and compounds of the formula 2. 

Another possible access to a racemic mixture of compounds of the formula 1 and compounds of the 
formula 2 is, for example, offered by the transformation of a racemic mixture of compounds of the for- 
mula 1 and compounds of the formula 2 with R2 = halogen, for example by C-C-bond forming reac- 
tions, like for example Heck-, Suzuki- or Sonogashira-coupling reactions. A racemic mixture of com- 
pounds of the formula 1 and compounds of the formula 2 with R2 = halogen can be prepared from 
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compounds of the formula 3 for example by a halogenation reaction, for example a bromination 
Bon using a bromination reagent, like for example N-bromosucdnimide. 

Compounds of the formula 3 can be prepared, for example acceding to the reaction sequence 
lined in scheme 2. 
Scheme 2 




(s) (?) tn 





for example 
cross metathesis 



(8) 

Compounds of the formula 7 can be obtained for example from compounds of the formula 5 by an O- 
alkylatkjn followed by a thermally induced aaisen-rearrangement reaction of the Oalkylation product 
of the formula 6. Protection of the alcohol functionality in compounds of the formula 7 with a suitable 
protection group Prot. for example a pivaloyl group, using standard conditions leads to compounds of 
the formula 8, which can be subjected in a next reaction step for example to a cross metathesis reac- 
tion, tor example using a suitable Grubbs catalyst, suitable for the introduction of the Arom residue. 
The reaction products of the formula 9 can be deprolected and the ring closure can be performed us- 
ing methods known to.the expert, for example under acidic conditions, which leads to the desired 
compounds of the formula 3. 

Compounds of the formula 5 can be prepared in analogy to the procedure described In wo 
03/014123, for example as outlined in an exemplary manner in scheme 3. 
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Scheme 3 




The preparation of compounds of the formula 1 1 from compounds of the formula 10 is carried out In a 
manner known perse to the person skilled in the art, for example in analogy to the reactions described 
in an exemplary manner in the International Patent Application WO 03/014123. Hydrogenation of com- 
pounds of the formula 1 1 to compounds of the formula 5 [s carried out in a manner known per se to 
the person skilled in the art using standard reaction conditions, like for example using hydrogen / 
Pd(0). 

Alternatively compounds of the formula 1 can be prepared in a stereoselective way following the reac- 
tion steps as outlined generally in scheme 4. Compounds of the formula 13 can be prepared from 
compounds of the formula 12 by an asymmetric hydrogenation using a chiral hydrogenation catalyst 
like for example Ruthenium catalysts as described by Noyori et al. in Angew. Chom. 2001, 1 1 3, 40- 

75. 



Scheme 4 




Compounds of the formula 12 are known for example from WO 03/014123, or they can be prepared in 
a known manner, analogously to known compounds. The purity of the compounds of the formula 12 
has a major impact on the reaction conditions and the outcome of the asymmetric catalytic hydrogena- 
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tion. In contrast to WO 03/014123 a further purification stop is required, for example a crystallization 
step in the presence of a suitable organic add, as described in an exemplary manner in the examples. 

The derivafeatfon, if any, of the compounds obtained according to the above Schemes 1. 2 . 3 and 4 
(e.g. conversion of a group R3 into another group R3 or conversion of a group R2 into another group 
R2) is likewise carried out in a manner known to the expert For example, if compounds where R2 
and/or R3 = -CCM^C-alkoxy. or where R2 and/or R3 = -CO-NR31R32 are desired, an appropriate 
derivatization can be performed in a manner known to the expert (e. g. metal catalysed carbonylation 
of the corresponding halo compound or conversion of an ester into an amide) at the stage of the com- 
pounds of formula 3, 5 or 12 (schemes 2, 3 and 4) or more conveniently at a later point in time, for 
example conversion of a compound of the formula 1 into another compound of the foimula 1. 

The examples below serve to illustrate the Invention in more detail without limiting it Further com- 
pounds of the foimula 1 whose preparation is not described explicitly can likewise be prepared in an 
analogous manner or in a manner known per se to the person skilled in the art. using customary proc- 
ess techniques. The abbreviation min stands for minute(s), h stands for hour(s). m.p. stands for melt- 
ing point and ee for enantiomeric < 



Furthermore the following abbreviations are used for the chemical substances indicated: 
(S)-BINAP (S^Z-bMdiphenylphospninoH .I'-binaphthyl 

(S)-DAIPEN (zSH+H.I-b^^^"^" 6 "^) - ^^^ 1 ^^"^'^ 1 " 6 

(S,S)-DIPEN (1 5,2SM-)-1 .2-dlphenylethytene diamine 

(SH+HTTFACI (SH + )^-metooxy-a-(trinuormethyl)phenylacetyl chloride 

PIAD diisopitjpyl azodicarboxylate 
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Examples 

I. Compounds of the formula 1 

1. (85)»2^imethyI-8-phenyl-7£^ 
carboxylic acid dimethylamide (RJ?}-taitrate 

By application of heat, racemic2,343imemyl-8-phenyl-7^ 

cylopenta[a]naphthalene-5-carboxyfic acid dimethylamide (840 mg, 2.40 mmol) and L-(+)-tartaric add 
(358 mg, 2.39 mmol) were dissolved in isopropano! (5 ml) and water (5 ml). The mixture was allowed 
to crystallize for 2 days at room temperature. The precipitate formed (700 mg) was isolated and the 
enantiomeric excess was determined by chiral HPLC analysis (cf. below, 21 % ee). Recrystallization 
of the solid from a mixture of isopropanol and water [1 :1 (v/v), 14 ml] afforded three crops of crystals: 
first crop: 30 mg. 73 % ee; second crop: 120 mg f 67 % ee; third crop: yield and ee not determined. 
The first two crops were combined and recrystallized from isopropanol/toater [1:1 (v/v), 3 mQ. An ee 
value of 88 % was determined for the isolated salt (60 mg). This sample was again crystallized from 
isopropanol/water£1:1 (v/v), 2 ml] yielding a pure sample of the title compound (4 mg. 0,3 % yield, 95 
% ee). The third crop of the crystallization mentioned above was added to the mother liquor and an- 
other 23 mg of the title compound (91 % ee) were isolated by crystallization. Recrystallization of this 
sample from isopropanol/wafeer [1:1 (v/v), 0.4 ml] afforded the title compound with 96% ee (10 mg, 0.8 
% yield). 

The enantiomeric excess was determined by HPLC analysis employing the following conditions: col- 
umn: Chiralcel OJ; solvent system: heptane / ethanol / diethytamine = 90:10:0.2 (v/v/v); flow rate: 1.0 
ml/min; temperature: 40 °C. The (8ft)-enantiomer showed a retention time of 15.5 min, the (8S)- 
enantiomer (title compound) was eluted after 18.4 min. 

'H-NMR (dmso-d e( 400 MHz): 5 = 2.12 (m, 1H), 2.25 (s. bs f 4 H), 2.34 (s, 3 H), 2.49 (bs). 2.75 (m e , 1 
H), 2.86, 3.00 (2 s, 6 H). 4.24 (S, 2 H), 5.26 (d. 1 H). 7.40 (m D 5 H), 7.80 (s, 1 H). 

2. (8S)-2,343imethyI^-pheny)-7,84Ih 
carboxylic acid dimethylamide 

Resolution of racemlc 2 l 3-Dimethyl-8-phenyU7,8-dihydro-6H-9-oxa-1 ,3a-diaza-cy|openta[a]naph- 
thalene-5-carboxylic add dimethylamide (3.00 g. 8.6 mmol) was achieved by preparative chromatog- 
raphy using a 250 x 110 mm CHIRALPAK* AD 20 ym column. The mobile phase consisted of a mix- 
ture of ethanol, methanol, and diethylamine [50:50:0.1 (v/v/v)]. The separation was performed at room 
temperature with a flow rate of 500 ml/min. The products were detected at a wavelength of 300 run. 
The second-eluting enantiomer was identified as the title compound ((85)-enantiomer) (1.38 g, 46 % 
yield, 98.7 % ee, m. p.: 254 °C). 
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The set-up of the analytical method for the determination of the optical purity was as follows: column: 
combination of 250 x 4.6 mm CHIRALPAK? AD and 250 x 4.6 mm CHIRALPAK? AD-H; mobile phase: 
ethanol, methanol, diethylamine [50:50:0.1 (v/vAv)l; flow rate: 1 ml/min; room temperature. The title 
compound was eluted after 9.0 min. 

The optical purity was also examined by means of optical rotation: For the title compound ((8S)- 
enantiomer) an fnfjo value of -53° (c = 0.63, dichloromethane) was determined. 

3. (8S)-2^inwthyWimenyW,Mi^ 

carboxylic acid diethylamide prepared by asymmetric synthesis 

In aflamedried flask filled with argon, the diol 8^ydroxy-7^ydroxy-3-phenyl-propyl)-2.3<timethyl- 
imidazo[1 ,2-a]pyridine-6^arboxylfe add dimethyiamlde [starting material b, prepared by asymmetric 
hydrogenation; ratio of enantlorners (35) / (3«) = 5:95. 300 mg. 0.82 mmol] was dissolved in dry THF 
(18 ml). After addition of triphenylphosphine (640 mg, 2.44 mmol) and DIAD (500 mg. 487 pi, 2.48 
mmol) the reaction mixture was stirred for 2 h at room temperature. The dear solution was then 
poured onto a mixture of saturated ammonium chloride solution (10 ml) and ethyl acetate (15 ml). The 
phases were separated and the aqueous phase was extracted with ethyl acetate (8 ml). The organic 
phases were washed with saturated ammonium chloride solution (10 ml) and water (10 ml), dried over 
sodium sulfate, and evaporated to dryness. The erode product was purified by flash chromatography 
[30 g of silica gel, solvent ethyl acetate / methanol = 20:1 (wv)] and subsequent washing with diethyl 
ether. A colourless solid (m. p.: 259-281 °C) was obtained (70 mg, 25 %), the title compound ((8S)- 
enanfiomer) and its enantiomer ((8R)-enantiomer) free of by-products, as confirmed by 'H-NMR spec- 
troscopy. The optical purity was determined by chlral HPLC: column: CHIRALPAK? AD-H 250 x 4.6 
mm. 5 urn; solvent ethanol/methanol = 1:1 (v/v) with 0.1 % of diethylamine. flow rate: 1 ml/min; tem- 
perature: 35 "C. The (8R)^nantiomer (5.17 area-%) and the (85>enantiomer (94.83 area-%) were 
eluted at retention times of 399 min / 4.38 min, respectively. Thus, the enantiomeric excess of 90 % 
ee was conserved in the course of the Mitsunobu etherification. 



n. Compounds of the formula 2 

A. (8/?)^^imethyl-8-phenyl-7,8-dihydro-6H-9-oxa-1 ,3a-diaza-cyloperrta[alnaphthalene-5- 
carboxylic acid diethylamide (S,S)-tartrate 

By application of heat, racemic 2.3-dimemyl^phenyl-7 l 8-dihydro^H-9-oxa-1,3a-diaza- 
cylopenta[a]naphmdene-5-cart»oxylic add diethylamide (840 mg, 2.40 mrnoJ) and L-(+)-tartaric add 
(358 mg, 2.39 mmol) were dissolved in isopropanol (5 ml) and water (5 ml). The mixture was allowed 
to crystallize for 2 days at room temperature. After removal of the precipitate, the mother liquor was 
concentrated, treated with 1 N NaOH (40 ml), and extracted with a mixture of ethyl acetate / methanol 
[95:5 (v/v), 3 x 150 ml]. The combined organic phases were washed with brine (75 ml), dried over 
sodium sulfate and concentrated under reduced pressure. Thus, a sample of 2.3-Dimethyl-8-phenyl- 
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7,8^ihydn>£H-9^xa-1,3aKJia^^ acid dimethylamide containing 

an excess of the (8R)-enantiomer (250 mg, 31 % ee) was isolated which was dissolved in tsoprcpanol 
(4 ml) and water (4 ml). EH-)-tartaric add (107 mg, 0.71 mmol) was added and the mixture was aW 
lowed to crystallize. The precipitate was isolated (75 mg, 79 % ee) and recrystallized from isopropa- 
noVWater [1:1 (v/v), 2 ml]. This afforded 14 mg (1.1 %) of the title compound (enantiomeric excess > 
90 %). 

The enantiomeric excess was determined by HPLC analysts employing the following conditions: col- 
umn: Chiralcel OJ; solvent system: heptane / ethanol / diethylamlne = 90:10:0.2 (v/v/v); flow rate: 1 .0 
ml/min; temperature: 40 *C. The (8R)-enantiorner (title compound) showed a retention time of 
15.5 min, the (8S)-enantiomer (example 1) was eluted after 19.1 min. 

'H-NMR (dmso-de. 400 MHz): 6 = 2.12 (m* 1H), 2.25 (s, bs, 4 H), 2.34 (s, 3 H), 2.49 (bs). 2.75 (m* 1 
H). 2.86, 3.00 (2 s, 6 H), 4.23 (s, 2 H), 5.26 (d, 1 H) f 7.41 (m 0 5 H). 7.80 (s> 1 H). 

B. (8R^2,3«Oimethyl-8-phBnyl-7 f 8-dihydro-€H-9-oxa-1 ,3a-dIaza-cyIopenta[a]napMha!ene^- 
carboxylic acid dimethylamide 

The Isolation of the (8R)-enantiomer was performed as described in example 2 with the first-eluting 
enantiomer being the title compound. 1.40 g (47 % yield, 98.2 % ee) of the title compound (m.p. 
254 °C) were obtained from 3.00 g (8.6 mmol) of racemic mixture. The [afn value measured for the 
title compound ((8ft)-enantiomer) was 53 ° (c = 0.61. dichloromethane). Under the analytical HPLC 
conditions described in example 2, the title compound showed a retention time of 8.0 min. 

ID. Starting Materials 

a. 841ydroxy~2,3KJimethyl~7^3^xo^phenyl^ 
acid dimethylamide 

(a) In a flame-dried flask filled with argon, a suspension of the alcohol 8-Hydroxy-2,3-dimethyl- 
imidazo[1,2-a]pyridine-€-carboxyfic acid dimethylamide (50.0 g, 214 mmol) in dry dichloromethane 
(1.2 1) was treated with W,AMimethylmethylenimmonium iodide (40.3 g f 218 mmol). The reaction mix- 
ture was stirred for 1 h at room temperature. In the beginning, a clear solution was obtained, within 10 
minutes the formation of a precipitate was observed. The solvent was then removed under reduced 
pressure. 

(b) The rotary evaporator was filled with argon, the colourless solid (7-DimethylaminomethyJ-6- 
dimethylcaibamoyW-hydroxy-2,3Krim iodide) was dried in vacuoo, 
and was dissolved in dry DWIF (1.1 1) which had been pre-heated to 50 °C. An almost dear solution 
was obtained, which was treated with potassium carbonate (30.4 g p 220 mmol) and acetophenone 
pyrrolidine enamine (82.5 g. purity: 90 weight-%, 428 mmol). In a pre-heated oil bath, the brown solu- 
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tion was stirred for 30 minutes at 50 "C and was then poured onto a stirred mixture of ammonium chlo- 
ride (130 9). water (200 ml), ice (300 g), and dichloromethane (600 ml). Stirring was continued for 
several minutes and the pH-value was adjusted to pH = 8 by addition of 6N hydrochloric add. The 
phases were separated and the aqueous phase was extracted with dichloromemane (3 x 1 00 ml). The 
combined organic phases were washed with water (2 x 100 ml), dried over sodium sulfate and con- 
centrated under reduced pressure (OMF was removed at a temperature of 60 °C). A dark-brown oily 
residue (80 g) was obtained which was dried in vacuoo. 

(c) The residue (crude title compound) was purified by filtration over silica ge! [500 g. solvent ethyl 
acetate (removal of acetophenone formed by cleavage of excess enamine). then ethyl acetate / 
methanol * 8:2 (wV)]. A red brown solid was isolated (60 g of crude title compound. HPLC-purity: 
88.08 %) which was dried in vacuoo. dissolved in methanol (200 ml), and treated with fumaric acid 
(25.5 g, 220 mmol). The brown suspension was stirred for 20 mm at 40 "C at which point a clear solu- 
tion was obtained. The solution was concentrated under reduced pressure untB a dense suspension 
was formed. Acetone (120 ml) was added and the mixture was concentrated again until a dense sus- 
pension was formed. The slurry was diluted with acetone (150 ml) and was stirred at 40 "C (30 min). 
room temperature (19 h), and at 0 "C (2 h). The precipitate, which was formed, was removed by filtra- 
tion, washed with acetone (20 ml) and diethyl ether (50 ml), and dried in vacuoo. A colourless solid (51 
a 49 % yield, melting point 198-198 "C. HPLC-purity: 98.24 %) was obtained which was character- 
ized by 'H NMR spectroscopy to be the salt of the title compound and fumaric acid in a molar ratio of 
1:1. 

(d) The salt of the title compound and fumaric acid (50 g, 1 04 mmol) was added portion-wise to a mix- 
ture of sodium bicarbonate (42 g, 500 mmol), water (400 ml), and dichloromethane (400 ml). The Di- 
phasic mixture was stirred for 5 minutes. The phases were separated and the aqueous phase was 
extracted with dichloromethane (2 x 50 ml). The organic phases were washed with water (2 x 100 ml), 
dried over sodium sulfate, and concentrated under reduced pressure. A colourless, foamy solid was 
Isolated, which was characterized as the title compound (37.7 g, 99 % yield. 49 % overall yield). The 
sample was pure by means of 'H-NMR spectroscopy and showed an HPLC purity of 99.07 %. 
'H-NMR (CDCIa. 200 MHz): S = 2.32, 2.37 (2 s. 6 H). 2.95 (s). 3.05 (bs), 3.14 (s, £ 8 H), 3.42 (m B 2 H). 
7.29 (s. 1 H). 7.47 (m* 3 H), 8.00 (life 2 H). 

b. 8-Hydroxy-7-R3/g-3-hydroxy-3-phenyl-prop 

caiboxylic acid dimethylamlde; prepared by asymmetric catalytic hydrogenatlon 

In a flameKlried flask filled with argon, the ketone 8-Hydroxy-2,3-dimemyl-7H3^xo-3-pheny4>ropyl)- 
imidaro[1^-alpyridine-6-carboxylic acid diethylamide (1.00 g. 2.7 mmo!) was suspended in dry iso- 
propanol (80 ml), which had been degassed with argon. After addition of potassium tert-butytete (0.37 
g, 3.0 mmol), a yellow solution was obtained which was treated with the hydrogenation catalyst 
RuCy(S)-BlNAPlI(S)-DAIPENl (catalyst is commercially available from Strem Chemicals. Newbury- 
port, MA, USA) (152 mg. 0.14 mmol, 5 mol-%). The reaction mixture was transferred into a 300 ml 
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autoclave, pressurized with hydrogen (40 bar) and stirred for 19 hours at room temperature. The 
green solution was poured onto a mixture of saturated ammonium chloride solution (80 ml) and ethyl 
acetate (100 ml). The phases were separated and the aqueous phase (pH value: 8) was extracted 
with ethyl acetate (3 x 20 ml). The combined organic phases were washed with saturated ammonium 
chloride solution (2 x 20 ml) and water (20 ml), dried over sodium sulfate and concentrated under re- 
duced pressure. The residue, a green solid (1 .1 g), was purified by flash chromatography [50 g of sil- 
ica gel, solvent dichtoromethane / methanol 53 20:1 (v/v)] and subsequent washing with diethyl ether 
(10 ml). A grey solid was Isolated (580 mg, 58 %) which was characterized as me pure diol 8-Hydroxy^ 
7-(34iydroxy^henyJ-propyO-2.3^ime^ acid dimethyiamide. 

No traces of chemical impurities were visible in the 1 H»NMR spectrum of the compound. In order to 
determine optica! purity and enantiomeric excess, the diol 84Hydroxy-7-(3-hydroxy-3-phenyl-propyI)- 
2.3Hfimethyl-imida20[1,2^lpyridine^-cartoxylicadd dimethyiamide was transformed into the silyl 
ether 8-(re^ButyWimethylsUanylo^ pyri- 
dine-6-carboxylic acid dimethyiamide applying the experimental procedure given below (example fi, 63 
% yield). The following conditions were employed for the HPLC separation of the enantiomers: col- 
umn: CHIRALPAI<* AD-H 250 x 4.8 mm. 5 |im; solvent Isopropanol/hexane = 17:83 (vJv), flow rate: 1 
ml/min; temperature: 35 °C. The (3/?)-enantiomer (94.87 area~%) and the (3S)-enantiomer (4.97 area- 
%) of the silyt ether 8-(te/t-Butyl-dimethylsIlanyIoxy J-T^S^iydroxy-S-phenylpropyl^S-dimethyt- 
lmldazo[1 ,2-a] pyridine-6-carboxylic acid dimethyiamide were eluted at retention times of 5.03 min / 
5.35 min, respectively. Thus, the asymmetric catalytic hydrogenation proceeded with 90 % ee. the 
(3R)-isomer of 8-Hydroxy-7-(34iydrQxy-3-phe 
carboxylic acid dimethyiamide being the major product 

1 H4MMR (dmsc-d* 200 MHz): 5 = 1 .81 (m* 2 H), 2.30. 2.33 (2 s, 6 H). 2,50 (brnj, 2.78, 2.91 (2 s, 6 
H). 4.49 (t, 1 H), 7.25 (m* 5 H). 7.59 (s, 1 H). 
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The configurations!! assignment of the compounds of the formula 1 and 2 is based on the method de- 
scribed by J. A. Dale and H. S. Mosher in J. Am. Chem. Soa 1973. 95, 512^519. The examples below 
serve to illustrate the method in more detail without limiting it The configuration of further compounds 
of the formula 1 and 2 can likewise be analyzed in an analogous manner as shown in a general way in 



Scheme 5. 



Schemes 



OH 





Ph CF 3 



MeO 



It is well-known that the Mitsunobu reaction proceeds with inversion of configuration (see e. g. O. Mrt- 
sunobu Synthesis 1981, 1; D. L Hughes Org. Prep. Pro* ML 1998, 28. 127). Specifically, when a 
chiral secondary alcohol is employed, the substrate undergoes an SnZ displacement with inversion of 
configuration (see e. g. N. L. Dlrlam, B. S. Moore. F. J. Urban J. Org. Chem. 1987. 52, 3587). Thus, 
the (85)-enantiomer (compound of the formula 1. example 2) is derived from S-Hydroxy-T-tOR)-^ 
hydTOxy-3-phenyl-propyfr2.3^-ro^ acid dimethylamide. For the 

configurational assignment of the enantiomeric diols of s^ydroxy-T^hydroxy-^henyl-propy^S- 
dlmethyt-imidazon ,2^)pyridine^carboxylic acid diethylamide, an enantic^enriched sample ob- 
tained by catalytic hydrogenation of the ketone S-Hydroxy-Z^imethyl^S-oxo-^henyHJropyl)- 
imidazon 2-aJpyridine^carboxylic acid dimethylamide [1.2 KD'Bu, 2 mol-% FteClJ(S)-BINAP]KS,S>- 
DIPEN] 45barH z .isopropanol.80X, 1 8 h. 82% yield] was treated with tert^utyldimethylsdyl chlo- 
ride (scheme 5). The enanfioselectivity of the catalytic hydrogenation reaction was determined by 
chiral HPLC separation of the resulting silyl ethers (3S)-and (3P)-8-(tert-Buly1^imethyl S ilanyloxy)-7- 
(3^droxy^henylpropyl)-2.3-dimemyl-imidazo[1.2-a) pyridine-o^carboxyHcacid dimethylamide, 
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compounds of the formula 14 (with R1. R2 = Chfe, R3 = (CHsJzN-CCO). Arom = phenyl). (7:3 ratio of 
enanttomers (3/?) : (3S)). Treatment of the reactfon product of the formula 14 with (SH + )-MTPACJ 
furnished the diacylated imidazopyridine of the formula 15 (R1, R2 = CH3, R3 (CH 3 )zN-C(0), Arom = 
phenyl). The phenolic ester group was cleaved and the diasteromeric Mosher esters of the formula 16 
(R1 , R2 = CHa, R3 = (CH3feN-C(0), Arom = phenyl) were obtained in a 7:3 ratio in accordance to the 
result for the enantiomeric sflyl ethers of the formula 14. 

Figure 1 



R S 




8 (OCH3) = 3.43 ppm 8 (OCH3) = 3.5Z ppm 



Mosher and coworkers have shown that the conformation depicted in Figure 1 is highly preferred for 
this class of compounds, in the (3ft)*diastereomer of the compound of the formula 16, the methoxy 
function is located over the Arom radical. The shielding effect of the aromatic electron cloud results in 
an upftetd-shift of the 'H-NMR signal of the methoxy group as compared to the (3S)-diastereomer. In 
the 1 H NMR spectrum of the diastereomeric mixture, the signals of the methoxy groups were observed 
at 3.43 ppm (major) / 3.52 ppm (minor), respectively. Thus, catalytic hydrogenation under the condi- 
tions reported above mainly furnishes the (3ft)-diol of the formula 13. After Mitsunobu etherification, 
an enantfo-enriched sample of the (85)-enantiomer of the formula 1 is isolated. 

Experimental Details of the Configuration Analysis 

L 8-Hydroxy-7-{3-hydroxy-3-phenyI-propy!)»2^-dimethyl4midazo[1 ,2-a]pyrIdIno-6- 
carboxylic acid diethylamide; prepared by asymmetric catalytic hydrogenation 

The ketone 84tydroxy-2,3-dimethyl-7-<3-oxo-^^ add 
dimethylamide (2.00 g, 5.5 mmol), potassium terf-butytate (0.74 g, 6.6 mmol). and the hydrogenation 
catalyst RuCy(S)-BINAP][(S,S)-DlPENj (preparation of the catalyst according to the procedure given 
by R. Noyori and T. Ohkuma in Angew. Chern. 2001, 7f3, 40-75, 110 mg, 0.11 mmol, 2 mol-%) were 
dissolved in dry isopropanol (150 ml) which had been degassed with argon. The homogenous, brown 
solution was transferred Into a 300 ml autoclave, pressurized with hydrogen (45 bar) and heated to 80 
°C. The reaction mixture was kept at 80 °C for 18 h, cooled to room temperature, and concentrated 
under reduced pressure. The residue was dissolved in water (50 ml) and the pH-value of the solution 
was adjusted to 7.5 by addition of 2 N hydrochloric acid (2.4 ml). The aqueous phase was extracted 
with dichloromethane (3 x 100 ml). The pH-value was re-adjusted and the extraction was repeated two 
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more times. The combined organic phases were dried over sodium sulfate and concentrated under 
reduced pressure. The residue, a green-brown solid, was purified by flash chromatography [1 00 g of 
Silica gel, solvent dichloiomethane I methanol = 15:1 (vAr)]. A giey solid was Isolated (1.64 g. 82 %) 
which was characterized as the pure dial B-Hydn^-T^hydjt^^ 

IrTudarolli-alpyrWine^carfaoxylic acid dimemytamlde. No traces of chemical impurities were vsfcle 
in the 1 H-NMR spectrum of the compound. A direct detemtination of the optical purity and the enanti- 
omeric excess of the sample by chlral HPLC was not possible due to extensive peak-tailing. 
1 H-NMR (dmsc-d* 200 MHz): 5 = 1.81 (m* 2 H). 2.30. 2.33 (2 s, 6 H). 2.50 (brnj. 2.78. 2.91 (2 S. 6 
H), 4.49 (t, 1 H). 72.5 (m* 5 H). 7.59 (s. 1 H). 



H BHtwMoityWimemytenanylw^^ 

imida»p,Z*] pyridme-e-caiboxylic acid dimethylamide; determination of the enantlomenc 
; obtained by asymmetric reduction of the Ketone 



For analytical purposes, the diol B-Hytin^-7-(3-hydroxy^^ 

ajpyrldlne^carboxync acid dimethylamide (200 mg. 0.54 mmol. product of the asymmetnc hydro- 
genation described above) was dissolved in dichtoromethane (10 ml). Triethylamine (110 mg. 151 pi. 
1 09 mmoD and a solution of tert-bulyldimethylsilyt chloride (179 mg. 1.19 mmol) in dichtoromethane 
(5 ml) were added. The reaction mixture was heated to reflux for 5.25 h and was then .quenched by 
addition of saturated ammonium chloride solution (1 0 ml). The phases were separated and the aque- 
ous phase was extracted With dichtoromethane (2x10 ml). The combined oogenic phases were dried 
over sodium sulfate and concentrated under reduced pressure. A green oil (298 mg) remained which 
was purified by flash chromatography (20 g of silica get. solvent ethyl acetate). The silyl ether JHtert- 
ButyWtaethyl^^ 

carboxyllc add dimethylamide was isolated in 73 % yield (1 90 mg). No impurities were visible In the 
1 H-NMR spectrum of the colourless oil. The following conditions were employed for the determmation 
of the enantiomeric excess by chlral HPLC: column: 2 CHIRALPAK? AO-H columns 250 x 4.6 mm, 5 
jun: solvent: isopropanolmexane = 17.83 (v/v), flow rate: 1 ml/min; temperature: 35 «C. The (3R)- 
enantiomer (68.35 area-%) and the (3S)-enantiomer (31.65 area-%) of S-(ferf-Butyo- 
dlrnemyfsilanylo^ 

acid dimethylamide were eluted at retention times of 9.97 mln / 10.60 mln. respectively. Thus, the 
asymmetric catalytic hydrogenation proceeded with 37 % ee. 

'H-NMR (CDCI* 200 MHz): 8 = 0.33. 0.44 (2 s. 6 H). 1 .02 (s. 9 H). 2.00 (m* 2 H). 2.33, 2.37 (2 s, 
6 H), 2.65 (m e 2 H), 2.88, 3.11 (2 s. 6 H). 4.58 (dd. 1 H) t 7.26 (m* 5 H). 7.3B (s. 1 H). 
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iii. (2^-3,3,3-TrifIuoro-2-fliethoxy«2-phenyl-propIonfc acid 3-{5-djmetlty lcarbamoyl-9- 
liydroxy-2^-4imettiyl^dazo[1 ester, conflgurational 

assignment of the enanUomers of 8-Hydroxy-7^3^ydroxy^^henyI-propyI)-Z^^imethyI- 
!m!dazop 5 2-a]pyrfdine-6*cart>oxyfic add dlmettiytamide 

(a) In order to determine the absolute configuration of the (3S)- and (3R)-enantiomer of 8-Hydroxy-7- 
(S^iydroxy-S-phenyl-propyl)^^^ diethylamide. {S)~ 
(+)-MTPACI (95 mg, 0.38 mmol) was dissolved in pyridine (810 pi) and carbon tetrachloride (810 pi). A 
solution of the (3ft)- and (3S)-enantiomers of the sityl ether 8-(terf-Butyl-dirnethylsnanyloxy)-7-(3- 
hydraxy^henylpropyl)-2,3^imethyW^^ dimethylamide (100 
mg, 0.21 mmol, containing the two enantlomers in a 7:3 ratio) in dichloromethane (500 pi) was added. 
The reaction mixture was stirred for 6 hours at room temperature and was then diluted with water (5 
ml) and chloroform (10 ml). The phases were separated and the aqueous phase was extracted with 
chloroform (2x10 ml). The organic phases were washed with saturated sodium chloride solution (5 
ml), dried over sodium sulfate and concentrated under reduced pressure. The crude product was dried 
thoroughly and then purified by flash chromatography (1 0 g of silica gel, solvent ethyl acetate / petrol- 
ether a 7:3). A yellowish oil (50 mg, 30 % yield) was isolated which was characterized as the di- 
astereomeric mixture of the diesters of the formula 15 with R1, R2 = CHa, R3 = (ChbfeN-CHO) and 
Aran » phenyl. 

1 H-NMR (CDCt, 200 MHz): 5 = 2.00-2.60 (bs), 2.34, Z37 (2 s. X 10 H), 2.73 (s, 3 H). 2.57, 2.97 (2 s. 
2 3 H). 3.44, 3.48 (2 s. S 3 H) f 3.79, 3.85 (2 s, Z 3 H). 5.S1 (bt, 1 H), 7.30 K 10 H), 7.54 (m ft 3 H), 
7.63 (s,1H), 8.06 (ffl 0 2H). 

(b) A solution of the diastereomeric mixture of the diesters of the formula 15 with R1, R2 = CH 3 . R3 = 
(CHafeN-^O) and Arom = phenyl (42 mg, 0.05 mmol) in deuterated chloroform was allowed to stand 
for 10 d at room temperature. The solvent was removed under reduced pressure and the crude prod- 
uct was purified by flash chromatography \Z x 6 g of silica gel, solvent dichloromethane / methanol = 
15:1 [vN)l A mixture of the diastereomeric esters of the formula 16 with R1, R2 = Chfe, R3 = (CH 3 )zN- 
C(0) and Arom ■ phenyl (22 mg of a colourless foam) was isolated in 72 % yield. In the 'H-NMR spec- 
trum of this compound, two distinct signals for the methoxy group of the acyi moiety were visible. The 
chemical shift values of the signals corresponding to the major / minor enantiomer were 3.43 / 3.52 
ppm. 

1 H-NMR (dmso-d e , 400 MHz): & = 2.05 (bs, 1 H), 2.17 (bs, 1 H), 2.29. 2.32 (2 s, 6 H), 2.48 (bs), 2.71, 
2.75 (2 s, Z 3 H), 2.S2. 2.84 (2 s ? 2 3 H), 3.43, 3.52 (2 s, S 3 H). 5.98 (m* 1 H) r 7.41 (m* 10 H), 7.61, 
7.62 (2 S, £1 H). 

Based on the method for conflgurational analysis suggested by Mosher et al. (see above), the major 

enantiomer of the diol 8-Hydroxy-7-(3^ydroxy^henyl^ 

carboxylic acid dimethylamide as prepared above possesses (3ft)-configuration. 



c^x. i x» 10/10/nnno 11.^1 
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Commercial utility 

The compounds of the formula 1 and their salts have valuable pharmacological properties which make 
them commercially utilizable. In particular, they exhibit maiked inhibition of gastric acid secretion and 
an excellent gastric and intestinal protective action in warm-blooded animals, in particular humans. In 
this connection, the compounds accoiding to the Invention are distinguished by a high selectivity of 
action, an advantageous duration of action, a particularly good enteral activity, the absence of signifi- 
cant side effects and a targe therapeutic range. 

"Gastric and intestinal protection" in this connection Is understood as meaning the prevention and 
treatment of gastrointestinal diseases, in particular of gastrointestinal inflammatory diseases and 
lesions (such as. for example, gastric ulcer, peptic ulcer, including peptic ulcer bleeding, duodenal 
ulcer, gastritis, hyperaddie or medicament-related functional dyspepsia), which can be caused, for 
example, by microorganisms (e,g. Helicobacter pylori), bacterial toxins, medicaments (e.g. certain 
antiinflammatories and antirheumatics, such as NSAlDs and COX-inhibitors). chemicals (e.g. ethanol). 
gastric add or stress situations. "Gastric and Intestinal protection' Is undeistood to Indude, according 
to general knowledge, gastroesophageal reflux disease (GERD), the symptoms of which indude. but 
are not limited to, heartburn and/or add regurgitation. 

In their excellent properties, the compounds according to the invention surprisingly prove to be dearly 
superior to the compounds known from the prior art in various models in which toe antiulcerogenic and 
the antisecretory properties are determined. On account of these properties, the compounds of the 
formula 1 and their pharmacologically acceptable salts are outstandingly suitable for use In human 
and veterinary medicine, where they are used, in particular, for the treatment and/or prophylaxis of 
disorders of the stomach and/or intestine. 

A further subject of the Invention are therefore the compounds according to the invention for use in the 
treatment and/or prophylaxis of the abovementioned di se as e s. 

The Invention HKewlse indudes the use of the compounds according to the Invention for the production 
of medicaments which are employed for the treatment and/or prophylaxis of the abovementioned 



The invention furthermore includes the use of the compounds according to the invention for the treat- 
ment and/or prophylaxis of the abovementioned diseases. 

A further subject of the invention are medicaments which comprise one or more compounds of the 
formula 1 and/or their pharmacologically acceptable sails. 
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The medicaments are prepared by processes which are known perse and familiar to the person skil- 
led in the art As medicaments, the pharmacologically active compounds according to the invention (= 
active compounds) are either employed as such, or preferably in combination with suitable pharma- 
ceutical auxiliaries or recipients in the form of tablets, coated tablets, capsules, suppositories, patches \ 
(e.g. as TTS), emulsions, suspensions or solutions, the active compound content advantageously 
being between 0.1 and 95% and it being possible to obtain a pharmaceutical administration form ex- 
actly adapted to the active compound and/or to the desired onset and/or duration of action (e.g. a sus- 
tained-release form or an enteric form) by means of the appropriate selection of the auxiliaries and 
excipients. 

The auxiliaries and excipients which are suitable for the desired pharmaceutical formulations are- 
known to the person skilled in the ait on the basis of his/her expert knowledge. In addition to solvents, 
gel-forming agents, suppository bases, tablet auxiliaries and other active compound excipients, it is ; 
possible to use. for example, antioxidants, dispersants. emulsifies antffoams, flavor corrigents, ^ 
preservatives, solubilizers, colorants or. in particular, permeation promoters and camplexing agents 
(e.g. cydodextrins). 

The active compounds can be administered orally, parenteral^ orpertutaneously. 

In general, it has proven advantageous in human medicine to administer the active compound(s) In 

the case of oral administration in a daily dose of approximately 0.01 to approximately 20, preferably 

0.05 to 5, ^particular 0.1 to 1 .5. mg/kg of body weight, if appropriate in the form of several, preferably 

1 to 4, individual doses to achieve the desired result In the case of a parenteral treatment similar or 

(in particular in the case of the intravenous administration of the active compounds), as a rule, lower . 

doses ran be used. The establishment of the optimal dose and manner of administration of the active 

compounds necessary in each case can easily be carried out by any person skilled in the art on the ' 

basis of his/her expert knowledge. 

If the compounds according to the invention and/or their salts are to be used for the treatment of the 
abovementloned diseases, the pharmaceutical preparations can also contain one or more pharmaco- 
logically active constituents of other groups of medicaments, for example: tranquilizers (for example 
from the group of the benzodiazepines, for example diazepam), spasmolytics (for example, 
bietarniverine or camylofine), anticholinergics (for example, oxyphencyclimine or phencarbamide). 
local anesthetics, (for example, tetracaine or procaine), and, if appropriate, also enzymes, vitamins or ! 

amino acids, j" 

i 

i 

To be emphasized in this connection is in particular the combination of the compounds according to ? 
the invention with pharmaceuticals which inhibit acid secretion, such as, for example, H 2 blockers (e.g. 
dmetidlne, ranitidine), H*/K* ATPase inhibitors (e.g. omeprazole, pantopiazole), or further with so- 
called peripheral anticholinergics (e.g. pirenzeplne, telenzepine) and with gastrin antagonists with the 
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aim of increasing the principal action in an additive or super-additive sense and/or of eliminating or of 
decreasing the side effects, or further the combination with antibacterially active substances (such as. 
for example, cephalosporins, tetracyclines, penicillins, macrofides, nitroimldazoles or alternatively 
bismuth salts) fbrthe control of Helicobacter pylori. Suitable antibacterial cc-components which may 
be mentioned are. for example, mezlocillin, ampidllin, amoxicillin, cefalothin, cefoxitin, cefotaxime, 
imipenem, gentamycin. amikacin, erythromycin, ciprofloxacin, metronidazole, clarithromycin, azithro- 
mycin and combinations thereof (for example clarithromycin + metronidazole). 

In view of their excellent gastric and intestinal protection action, the compounds of formula 1 are suite 
for a free or fixed combination with those medicaments (e.g. certain antiinflammatories and antirheu- 
matics, such as NSAIDs), which are Known to have a certain ulcerogenic potency. In addition, the 
compounds of fomiula 1 are suited for a free or fixed combination with mofflity-modifying drugs. 
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Pharmacology 

The excellent gastric protective action and the gastric acid secretion-inhibiting action of the com* 
pounds according to the invention can be demonstrated in investigations on animal experimental 
models. The compounds of the formula 1 according to the invention investigated in the model men- 
tioned below have been provided with numbers and their optical antipodes of the formula 2 with letters 
which correspond to the numbers and letters of these compounds in the examples. 

Testing of the secretion-inhibiting action on the perfused rat stomach 

In Table A which follows, the influence of the compounds of the formula 1 according to the invention 
and of their optical antipodes of the formula 2 on the pentagastrin-stimulated acid secretion of the 
perfused rat stomach after intraduodenal administration in vivo is shown. 

Table A 



No. / letters 


Dose 


Inhibition of 


(nmol/kg) 


acid secretion 




Ld. 


(%) 


1 


1 


100 


A 


3 


<s50 


2 


1 


100 


B 


3 


-s50 



Methodology 

The abdomen of anesthetized rats (CD rat, female, 200-250 g; 1.5 g/kg Km. urethane) was opened 
after tracheotomy by a median upper abdominal incision and a PVC catheter was fixed transorally in 
the esophagus and another via the pylorus such that the ends of the tubes just projected into the gas- 
tric lumen. The catheter leading from the pylorus led outward into the right abdominal wall through a 
side opening. 

After thorough rinsing (about 50-100 ml), warm (37°C) physiological NaCI solution was continuously 
passed through the stomach (0.5 ml/min. pH 6.8-6.9: Braun-Unita I). The pH (pH meter 632, glass 
electrode EA 147; $ = 5 mm, Metrohm) and, by titration with a freshly prepared 0.01 N NaOH solution 
to pH 7 (Dosimat 665 Metrohm), the secreted HCI were determined in the effluent in each case col- 
lected at an interval of 15 minutes. 

The gastric secretion was stimulated by continuous infusion of 1 ^g/kg (= 1 .65 ml/h) of i.v. pentagas- 
trin (left femoral vein) about 30 min after the end of the operation (he. after determination of 2 prellmi- 
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nary fractions). The substances to be tested were administered intraduodenaily in a 2.5 ml/kg liquid 
volume 60 min after the start of the continuous pentagastrin infusion. The body temperature of the 
animate was Kept at a constant 37.8-38'C by infrared irradiation and heat pads (automatic stepiess 
control by means of a rectal temperature sensor). 



iia/i2JiM 
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Ws claim: 

1 . A compound of the formula 1 




in which 

R1 fe hydrogen, l-4C-alkyl, 3-7C-cydoalkyl f 1-4C-alkoxy-1-4C-alkyl or 1-4C-aIkoxycarbonyl 
R2 is hydrogen, 1-4C-alkyl f halogen, 2-4C-alkenyl, 2-4C-aIkynyl, hydroxy-1-4C-alkyl, 3-7C- 

cyctoalkyl, 1-4C-alkoxycarbanyt 
R3 Is hydroxy-I^C-alkyl, l-^C-alkoxy-I^C-alkyl, 1-4C-a)Koxy-1-4C-aIkoxy-1-2C-alkyl, 1-4-C- 

alkoxycarbonyl or the radical -CO-NR31R32, 

where 

R31 is hydrogen. 1-7C-alkyl, hydroxy-1 -4C-alky I or 1-4C-alkoxy-1 -4C-alkyl and 
R32 Is hydrogen, 1-7C-aIkyl, hydroxy-1 -4C-alkyl or 1 ^4C-al koxy-1 -4C-al ky I , 
or where 

R31 and R32 together and including the nitrogen atom to which they are attached are a pyr- 
rolidine, piperidino, morpholino radical. 
Arom is a R4-, R5- f R6- and R7- substituted mono- or tricyclic aromatic radical selected from the 

group consisting of phenyl, naphthyl, pyrrolyl. pyrazolyl, imidazotyl, 1,2,3-triazolyl. indolyl, ben- 
zimidazolyl, furanyl <furyl), benzofuranyl (benzofuryl), thiophenyl (thiertyl), benzothlophenyl 
(benzothienyl). thiazolyl. isoxazolyl, pyridinyl, pyrimidlnyt. quinolinyl and isoquinolinyt 
where 

R4 is hydrogen, 1-4C-alkyl r hydroxy-1 -4C-alkyl, 1-4C^alkoxy, carboxyl. 1-4C-alkoxycartoonyl, 
carboxy-1-4C-alkyl. 1-4C^lkoxycarbonyM-4C-alkyli halogen, hydroxyl, aryl, aryM-4C-alkyl, 
aryioxy. aryl-1-4C-alkoxy f trifluoromethyl, nitro, amino, mono- or di-I^C-alkylamrno, 1-4C- 
— alkylcarbonyJamino, 1-4G-alkoxycarbony (amino, 1 -4C-alkoxy-1 -4C-alkoxycarbony lamino or 
suffbnyl. 

R5 Is hydrogen, 1-4C-alkyl, 1-4C-a1koxy, l-^C-alkoxycarbonyl, halogen, trffluoromethyl or hy- 
droxy], 

R6 Is hydrogen, 1-4C-alky! or halogen and 
R7 is hydrogen, 1-4C-alkyl or halogen, 
where 

aryl is phenyl or substituted phenyl having one, two or three identical or different substituents 
from the group consisting of 1-4C-alkyl, 1-4C-alkoxy, carboxyl, 1-4C-alkoxycarbonyl, halo- 
gen, trifluoromethyl, nitro, trifluoromethoxy, hydroxyl and cyano. 
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and its salts. 

2. A compound of the formula 1 as claimed in claim 1 , in which 
R1 is 1-4C-alkyl or 3-7Cncycloalkyl 

R2 is I^Oalkyl. halogen, hydroxy-1-4C^lkyl, 2-4C-alkenyl or 3-7C-cydoaikyl. 
R3 is the radical -CO-NR31R32, 
where 

R31 is hydrogen. 1-7C-alky1. hydroxy-1-4C-alkyl or i-40alkoxy-1-4C-alKyl and 
R32 is hydrogen. 1-7C-aikyl, hydroxy-1-4C-alkyl or1^C-alkoxy-l-4C-alKyt. 
or where 

R31 and R32 together and including the nitrogen atom to which they are attached are a pyr- 
rolidine piperidino, morpholino radical. 
Arom is a R4-, R5-. R6- and R7- substituted mono- or bicyclic aromatic radical selected from the 

group consisting of phenyl, naphthyl, pyrrolyl. pyraznlyl Imidazolyl, 1,2,3-triazolyl, indolyl, ben- 
zimidazolyl, furanyl (fury!), benzofuranyl (benzofuryl). thiophenyl (thienyl). benzothiophenyl 
(Denzothlenyl). thiazolyl. isoxazolyl. pyrldinyl, pyrimidinyl. qulnolinyl and tsoquinolinyl. 
where 

R4 is hydrogen, 1-4C-alkyl. hydroxy-I^Oalkyl, 1-4C-alkoxy. carbuxyl. 1-«^alkoxycarbonyl. 
carooxy-l^alkyl, l^C^IkoxycarbonyM^(>alkyl, halogen, hydroxyl, aryl, aryl-1-4C-alkyl. 
aryloxy. aryKMC-altocy. trifluoromethyl. nitro, amino, mono- or dH-4C-alkylamino. 1^C- 
alkylcarbonylamlno. I^Calkaxycarbonylamino, lu«>alkoxy-1-4«>alkoxycarbonylamino or 

sultonyl, 

R5 is hydrogen, I^Oalkyl, I^C-aJRoxy, l^C-alkoxycarbonyl, halogen, trifluoromethyl or hy- 
droxyL 

R6 is hydrogen, 1-4C-alkyl or halogen and 
R7 is hydrogen. 1-4C-alKyl or halogen, 
where 

aryl is phenyl or substituted phenyl having one, two or three identical or different substituents 
from the group consisting of 1-40aIkyK 1-40a»<oxy t carboxyl, I^C-alkoxycarbonyl, halo- 
gen, trifluoromethyl. nitro. trifluoromethoxy, hydroxyl and cyano, 
and its salts. 

3. A compound of the formula 1 as claimed in claim 1 , in which 
R1 is 1-4C-allcyt 

R2 is 1-40alkyl, halogen, hydroxy-1^lC-a!kyl or 2-4CaJKeny», 
R3 is the radical -CO-NR31R32, 
where 

R31 is hydrogen or 1~7C-alKyl, 
R32 is hydrogen or 1-7C-aIkyl, 
or where 
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R31 and R32 together and including the nitrogen atom to which they are attached are a pyr- 
rolidine, piperidino, morphoiino radical, 
Arom is a R4- and R5- substituted phenyl, furanyl (furyl), thiophenyl (thienyl) or pyridinyl. 
where 

R4 is hydrogen. 1-4C-aIkyI, hydroxy-1-4C-alkyl, 1-4C-atRoxy, halogen or hydroxyl. 
R5 is hydrogen. 1-4C-alkyl, 1-4C-aIkoxy, halogen or hydroxyl. 
and its salts. 

4. A compound of the formula 1 as claimed in claim 1 . In which 
R1 is 1-4C-alkyl, 

R2 is 1-40-afkyI, 
R3 is the radical -CO-NR31R32, 
where 

R31 Is hydrogen or 1-7C-alty1, 
R32 is hydrogen or 1-7C-aIkyl f 
or where 

R31 and R32 together and including the nitrogen atom to which they are attached are a pyr- 
rolidine, piperidino, morphoiino radical, 
Arom Is a R4- and R5- substituted phenyl, furanyl (turyl), thiophenyl (thienyl) or pyridinyl, 
where 

R4 is hydrogen. 1-40alkyt, hydroxy-l-40-alkyl, 1-4C-alkoxy f halogen or hydroxyl, 
R5 is hydrogen, 1-4C-alkyl, 1-4C-alknxy, halogen or hydroxyl, 
and its salts. 

5. A compound of the formula 1 as claimed in claim 1 , in which 
R1 is -MC^alkyi, 

R2 halogen. hydroxy-1-4C-alkyl or 2-4C-aIkenyl f 
R3 is the radical -CO-NR31 R32, 
where 

R31 is hydrogen or 1-7C-alkyl. 
* R32 is hydrogen or 1-7C-alkyl, 
or where 

R31 and R32 together and including the nitrogen atom to which they are attached are a pyr- 
rolidine, piperidino, morphoiino radical, 
Arom is a R4- and R5- substituted phenyl, furanyl (fury!), thiophenyl (thienyl) or pyridinyl. 
where 

R4 is hydrogen, 1-4C-alkyl ( hydroxy-1-4C-alkyl, MC-alkoxy, halogen or hydroxyl, 
R5 Is hydrogen, 1-4C-alkyt, 1-4C-alKoxy, halogen or hydroxyl, 
and its salts. 
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6. A compound of the formula 1 as claimed in claim 1 > in which 
R1 is l-4C-alkyl, 
R2 Is 1-4C-aikyl f 
R3 is the radical -CO-NR31 R32, 
where 

R31 is hydrogen or 1-7C-aIkyl, 

R32 is hydrogen or 1-7C-alkyl, 
Arom is phenyl 
and te salts. 

7. A compound of the formula 3 



Arom 

in Which 

R1. R3 and Arom have the meanings as Indicated 'm daim 1 
and its salts. 

8. A process for the synthesis of a compound of the formula 1 as claimed in claim 1. which com- 

converting a compound of the formula 3 as claimed in daim 7 to a racemlc mixture of a com- 
pounds of the 1 as claimed in daim 1 and its optical antipode of me formula 2 





R1 



and 

- separation of the compound of the formula 1 from its optical antipode of the formula 2 and 

- if desired, further derivatization of the compound the formula 1 either on the stage of the ra- 
cemic mixture of the compound of the formula 1 and its optical antipode of the formula 2 or 
after separation of the compound of the formula 1 from its optical antipode of the formula 2. 

9. A process for the synthesis of a compound of the formula 1 as claimed in claim 1 . which com- 
prises 



. irwio vnnrvi it.jo 
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. an asymmetric reduction of a compound of the formula 12 to a compound of the formula 13 




in which 

R1 p R2, R3 and Arom have the meanings as indicated in claim 1 
- and conversion of a compound of the formula 13 into a compound of the formula 1 or its salts. 

10. A medicament comprising a compound as claimed in claim 1 and/or a pharmacologically ac- 
ceptable salt thereof together with customary pharmaceutical auxiliaries and/or excipients, 

11. The use of a compound as claimed in claim 1 and rts pharmacologically acceptable salts for the 
prevention and treatment of gastrointestinal disorders. 
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Abstract 

The invention provides compounds of the formula 1. 




(D 
Aram 

in which the substitute and symbols am as defined in the description. The compounds inhibit the 
secretion of gastric acid. 
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